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8 1 . (Amended) A method of testmg a candidate compound for the ability to act as an 
agonist of a high affinity melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a high-affinity melatonin receptor protein, wherein the expression vector comprises a 
sequence that hybridizes to a probe having the sequence of the complement of SEQ ID N0:5 
under the following conditions: hybridizafion m 25% formamide, 1 M sodium chloride, 1% 
SDS, 1 0% dextran sulfate, 1 00 ^g/ml denatured salmon sperm at 42 °C, and filters washed in 2x 
SSC, 1% SDS at 55 °C for 1 hour; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration, 
identifymg said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

S3. (Amended) A method of testing a candidate compound for the ability to act as an 
agonist of a high affinity melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a high-affinity melatonin receptor protein, wherein the expression vector comprises a 
sequence that hybndizes to a probe having the sequence of the complement of SEQ ID NO:1 1 
under the following conditions: hybndization m 50% formamide, 1 M sodium chloride, 1% 
SDS, 10% dextran sulfate, 100 ^g/ml denatured salmon sperm at 42 T, and filters washed in 2x 
SSC, 1% SDS at 65 °C for 1 hour; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration, 
idenfifymg said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

84. (Amended) A method of testing a candidate compound for the ability to act as an 
agonist of a high affinity melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a high-affimty melatonin receptor protein, wherein the expression vector comprises a 
sequence that hybridizes to a probe having the sequence of the complemem of SEQ ID NO: 1 1 
under the following conditions: hybridization in 25% formamide, 1 M sodium chloride, 1% 
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SDS, 100,. dextran sulfate, 100 ,g/ml denatured salmon spen. at 42 T, and filters washed in 2x 
SSC, 1%SDS at 55 °C for 1 hour; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration 
-dentifying said candidate compound as an agonist of a h.gh affinity melatonin receptor hgand. - 

Please add new claims 86-89. 

-- 86. A method of testing a candidate compound for the ability to act as an agomst of a 
liigh affinity melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with a cell comprising an expression vector 
encodmg a h,gh-affin,ty melatonin receptor protein that consists of the amnio ac:d sequence of 
SEQ ID NO: 12, or a melatonin binding fragment thereof, wherein the cell expresses on its 
surface sa.d high-affinity melatonm receptor protein or melatonm binding fragment thereof; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration 
.dentifymg said candidate compound as an agomst of a high affimty melatonin receptor ligand. 

87. A method of testing a candidate compound for the ability to act as an agonist of a 
high affinity melatomn receptor ligand, said method comprising: 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a high-affinity melatonm receptor protein compnsing the ammo acid sequence of 
SEQ ID N0:6, or a melatonin binding fragmem thereof, wherein the cell expresses on its surface 
said high-affinity melatomn receptor protein or melatonin binding fi-agment thereof; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

88. A method of testing a candidate compound for the ability to act as an agomst of a 
high affinity melatonin receptor ligand, said method comprising: 
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a) contacting sa.d candidate compound with a cell comprising an expression vector 
c.Kod,ng a high-affinity melaton.n receptor protein that comprises the amino ac.d sequence of 
SEQ ID NO: 1 2, or a melatonin binding fragment thereof, wherein the cell expresses on its 
surll^ce sa.d high-affinity melatonin receptor protcm or melatonm binding fragment thereof; 

b) measuring intracellular cAMP concentration in said cell; and 

0 where said contacting causes a decrease in intracellular cAMP concentration 
■dentifying sa.d candidate compound as an agon.st of a high affinity melatonm recepto! ligand. 

89. A method of testing a candidate compound for the abihty to act as an agonist of a 
high affinity melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a high-affinity melatonin receptor protein consisting of the amino acid sequence of 
SEQ ID N0:6, or a melatonin binding fragment thereof, wherein the cell expresses on its surface 
said high-affinity melatonin receptor protein or melatonin binding fragment thereof; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration 
.dentifying said candidate compound as an agonist of a high affinity melatonm receptor ligand. - 



